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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/US98/031 97 



I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1 -20 as originally filed 

Claims, No.: 

1 -52 as originally filed 

Drawings, sheets: 

1 -26 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 
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V. R asoned statem nt under Articl 35(2) with regard to nov Ity, inv ntive step or industrial 
applicability; citations and explanations supporting such statement 

1 . Statement 



Novelty (N) 


Yes: 


Claims 


2. 15-18. 20-21. 23-24. 29-33. 40 


No: 


Claims 


1. 3-14. 19. 22. 25-28. 34-39. 41-52 


Inventive step (IS) 


Yes: 


Claims 






No: 


Claims 


1-52 


Industrial applicability (IA) 


Yes: 


Claims 


1-52 (see section V. 4.) 




No: 


Claims 





2. Citations and explanations 
see separate sheet 

VI. Certain documents cited 

1 . Certain published documents (Rule 70.10) 
and / or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 
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Section V 

1 . Reference is made to the following documents: 

D1: Journal of the American Society of Nephrology, vol. 7, no. 9, page 1867, 1996 
D2: WO 93 05751 A 
D3: WO 93 04692 
D4: WO 94 03200 A 

2. Novelty according to Article 33(2) PCT 

2. 1 The examination with respect to novelty was performed under the following 
presumptions: 

The term "..renal therapeutic agent.." in claims 1-7, 13-14, 37-45 and 51-52 is not 
regarded as being a distinguishing feature, since the substances are already 
known in therapy. This term does not further characterize claimed additional 
medical uses. 

Claims 1-4 and 39-42 are interpreted in the sense, that the polypeptides selected 
represent either the group consisting of OP or BMP, by using the term 
"..OP/BMP.." . 

2.2 Document D1 (abstract) refers to a preclinical trial with nephrectomized rats and 
the study of the effect of systemically applied OP-1/BMP-7, a member of the TGF- 
beta subfamily, upon delay or halt progression of end stage renal failure. 
Recombinant human OP-1 at doses of 1, 10 and 100 ug / kg were administered 3 
times per week intravenously beginning 3 weeks after surgery and continued for 
10 to 24 weeks. The results show that 10 or 100 ug / kg treated groups 
significantly decreases the elevated serum blood urea nitrogen (BUN) and 
creatinine values from 2 weeks after the initiation of OP-1 therapy. 
Histological evaluation of kidney tissue sections showed cytoprotection against 
glomerular sclerosis and there were also evidence of preservation of proximal and 
distal tubular structures. The authors suggest, that OP-1 may play a role in cell 
survival and tissue morphogenesis and, as such, may provide a basis for the 
treatment of chronic renal disease. 
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These disclosures are novelty destroying to claims 1, 4, 5, 6, 13, 14,19, 22, 26, 
27, 35-38 and 39, 42-44 and 51. 

Document D3 (claims 1, 24, 26-29 on page 145-147) relates to a method for 
alleviating and protecting the inflammatory response induced in a mammal 
following tissue injury, including the renal tissue, by means of administering 
morphogens, recruited i.a. from OP-1, OP-2, BMP3, BMP5 and BMP6, or 
morphogens which comprise an amino acid sequence having greater than 60% or 
65% amino acid identity or at least 70% or 80% homology with one of the 
sequences as selected from the above mentioned morphogens. 
Examples 11,12 and 14 (page 88-89; 92) refer to specific inhibitory effects of 
said morphogens in inflammatory response. Said morphogens may be provided to 
an individual by any suitable means, i.a. by the oral or parenteral (intravenous, 
intraperitoneal) route (page 51 , line 4-9). 

These disclosures take the novelty of claims 3, 5-12, 14, 25-28, 41 , 43-50 and 52. 

Document D4 (page 8, line 4-17) is directed to the use of morphogens for 
maintaining neural pathways in a mammal, including the enhancement of the 
survival of neuronal cells. Said morphogens are suitable to repair said pathway or 
to inhibit additional damage thereto. 

Said morphogen is preferably provided to the site of application (page 10, line 18- 
20). Further on, said agents are useful for providing neuroprotective effects to 
alleviate neural pathway damage associated with the body's 
immune/inflammatory response to an initial injury to nerve tissue (page 14, line 
15-19). 

Said morphogen comprises an amino acid sequence sharing at least 70 % 
homology (claim 23, page 157) or 80% homology (claim 24, page 157) with one of 
the sequences selected from the group of i.a. from OP-1. Said morphogens can 
also comprise an amino acid sequence having greater than 60% (claim 25, page 
158) or 65% (claim 26, page 158) amino acid identity with the sequence defined 
by OP-1. 

These disclosures anticipate subject-matter of claims 3-12, 14, 34, 41- 50 and 52. 

Claims 2, 15-18, 20-21, 23-24, 29-33 and 40 are regarded as being novel, since 
none of the prior art documents discloses corresponding, particular subject- 
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matter. 

3. Inventive step according to Article 33(3) PCT 

Document D1 differs from claims 2, 15-18, 20-21, 23-24, 29-33 and 40 of the 
application in that: 

1 ) said OP/BMP agent is not disclosed as being useful in delaying the need of 
dialysis or reducing the frequency of dialysis (claims 2, 40), 

2) said renal disease is not further characterized by the increased rate of BUN 
or serum creatinine (claims 15-18), 

3) said renal failure is due to an intrinsic renal cause but not to a pre-renal- 
(claim 20) or post-renal- (claim 21) cause, 

4) said renal patient has not received a kidney transplant (claim 23) or 
possesses only one kidney (claim 24), 

5) said method of administration does not in particular refer to the application 
into the renal capsule (claim 29) or by means of a stent (claims 31-33), 

In view of D1, the objective technical problem of the application is to find further 
renal applications for the known morphogens as well as suitable routes of 
administration. 

Claims 2, 40, 20-21 and 23-24 

The solution according to claims 2, 40, 20-21 and 23-24 of the application is to 
use said agents also for treating dialysis patients or patients suffering from renal 
diseases caused by pre- or post- renal disturbances or treating particular patients 
with only one kidney or which are transplant recipients. 

The proposed solution is however not inventive, because it is already known 
from document D1 , that said OP-1 shows a cytoprotective effect in the kidneys, 
resulting in the preservation of renal structures. Further on, the authors suggest 
that said OP-1 may also provide a basis for the treatment of chronic renal disease. 
From this teaching, the person skilled in the art would be obviously led to consider 
not only the therapy of acute renal failure with said morphogen, but also chronic 
disease states, like dialysis, or particular disease states in the context with 
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patients having only one kidney available or kidney recipient patients. These 
patients are characterized by an increased need for renal cytoprotection. 
Document D1 already suggests such a cytoprotection by means of administering 
the morphogen OP-1. 

Further on, document D2 suggests the use of said agents in the treatment of 
chronic renal diseases: 

Document D2 (abstract; page 12, 15-16) is directed to the treatment of bone 
diseases by means of administering to a patient a suitable morphogen, i.a. OP-1 , 
OP-2, BMP-3, BMP-4, BMP-5 and BMP-6, which increases the bone mass or 
prevents bone loss. It is referred to said agents as being useful in the treatment of 
any other disease which causes or results in skeletal defects, including i.e. chronic 
renal failure and other kidney diseases, particularly those requiring dialysis (page 
8, line 25-31 and claim 47, page 147). 

Claims 15-18 

The further characterisation of said renal diseases by means of defining the 
increased rate of Bun- or serum creatinine levels is not regarded as involving an 
inventive step, since the skilled artisan would be led by the teaching of D1 to treat 
any disease state of renal failure or renal conditions affording dialysis, 
independently of the degree of severity. 

Claims 29-33 

Subject matter of claims 29-33 does equally not involve an inventive step, as the 
different modes of administration are considered as obvious modifications. 
Document D2, for instance, suggests already the administration of said 
morphogens (page 49, line 1) by means of a directly, i.e. locally, application. 
With this respect, D2 refers to i.a. the subcutaneously implantation of OP-1 in a 
mammal, which resulted in an induced endochondral bone formation (page 51, 
line 10-12). 

The use of stents according to claims 31-33 is not regarded as inventive, since the 
skilled person would consider this kind of administration also alternatively. 

4. For the assessment of the present claims 1 -52 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT. The patentability can 
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also be dependent upon the formulation of the claims. The EPO, for example, 
does not recognize as industrially applicable the subject-matter of claims to the 
use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a 
compound for the manufacture of a medicament for a new medical treatment. 

Section VI 

Following patent applications, classified as x, p-documents in the international 
search report, are cited: 

WO 97 41880 A, published 13 November 1997, filed 6 May 1997 with the priority 
date of 6 May 1996 and 

WO 97 41881 A, published 13 November 1997, filed 6 May 1997 with the priority 
date of 6 May 1 996. 

Section VII 

Contrary to the requirements of rule 5.1 (a)(ii) PCT, the relevant background art 
disclosed in the documents D1-D4 is not mentioned in the description, nor are 
these documents identified therein. 
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(PCT Article 18 and Rules 43 and 44) 

c — — c , | nn-u pp see Notification of Transmittal of International Search Report 
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ACTION 



International filing date (day/month/year) 

05/05/1998 



(Earliest) Priority Date (day/month/year) 

05/05/1997 



CRE ATIVE BI0M0LECULES, INC. et al 

This international Search Report has been prepared by this Internationa. Searching Authonty and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the Intemafonal Bureau. T 



sheets. 



This International Search Report consists of a total of 

Q[] It is also accompanied by a copy of each prior art document cited in this report. 

1 E Certain c,aims were found unsearchable (see Box 1). 

2 O Unit Y of invention is * ackin 9 ( see Box M ) 

3 n The ,ntern3t t ona. appi.cation contains disclosure of a nucleotide and/or amino acid se^ence listing and the 
L ~ 1 internat.onal search was earned out on the basis of the sequence listing 

[ [ filed with the international application. 

| — [ furnished by the applicant separately from the international application, 

□ but not accompanied by a statement to the effect that it did not include 
matter going beyond the disclosure in the international application as fifed. 

[ | Transcribed by this Authority 



With regard to the title, . [£| the text is approved as submitted by the applicant. 

| | the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

the text is approved as submitted by the applicant, 
n the text has been established, according to Rule 38.2(b), by this Authority as it appears in 
1 Box III. The applicant may, within one month from the date of mailing of this Internat.onal 
Search Report, submit comments to this Authority. 



5. The figure of the drawings to be published with the abstract is: 
Figure No. □ as suggested by the applicant. 



None of the figures. 



| j because the applicant failed to suggest a figure. 

| | because this figure better characterizes the invention. 
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This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. I X I Claims Nos.: . A Ll _ „ , 

La ~^ because they relate to subject matter not required to be searched by this Authority, namely: 

Although claims 1 - 38 are directed to a method of treatment of the 
human/animal body, the search has been carried out and based on the alleged 
effects of the compound/composition. 

2 ' ^ because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 



3. | | Claims Nos.: 



because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 
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This International Searching Authority found multiple inventions in this international application, as follows: 



! I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
' ' searchable claims. 

2 CZl As a " searchable claims cou,d be searcned without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 

3. I 1 As only some of the required additional search fees were timely paid by the applicant, this international Search Report 
' 1 covers only those claims for which fees were paid, specifically claims Nos. : 



4 i I No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest 



| | The additional search fees were accompanied by the applicant's protest. 
j | No protest accompanied the payment of additional search fees. 
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"O" document referring to an oral disclosure, use, exhibition or 
other means 

*P" document published prior to the international filing date but 
later than the priority date claimed 
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or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
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involve an inventive step when the document is taken alone 
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